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CaroI M. Moore
Vice President, Worldwide Regulatory Affkirs
Bayer Corporation
800 Dwight Way
Bakeky, California 94710

Dear Ms. Moore:

During an inspection of your facilities located at 8368 U.S. Highway West. Clayto~ North
CaroI@ between August 18 and October 14, 1997, and 800 Dwight Way, Berkeley,
California, between December 1 and 11, 1997, our inspectors identified the following
violations of Section 501 (a)(2)(B) of the Federal Foo~ Drug arid Cosmetic Act (FD&C
Act), and Title 21, Code &Federal Rex ns (21 CFR), Parts211 and 600-680:

0n Facility

1. Failure to conduct and/or filly document a thorough investigation of an unexplained
discrepancy or the fdure of a batch to meet its specifi=tions or extend the
investigation to other batches that may have been associated with the specific failure or
discrepancy [21 CFR 211. 192]- For example:

a. Investigations of product sterility fdures at Clayton do not extend to
other products or processes which could be effected by the failure.

b. The investigation of media fill fdure (P-603 B), for line [{ at Clayton,
did not extend to other products manufactured since the previous
successlid media fill on October 1, 1996. In additio~ the investigation
did not include a review of any quipment cleaning and sanitization
reeords for the filling environment. Furthermore, the investigation was
closed ptior to any identification or review or the microorganisms
recovered from the sterile fiIl operator whose microbial counts
exceeded the established limits.

c. The process for rebuking lots which have ftilcd finished specifications
for quali[ites other than pyrogens and sterility has resulted in lots which
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ffik-houm sp=titiom forpyo~ti~. l’herei snoinvestigatio~
condusioq or follow up at Clayton to detertie the cause of increased
pyrogenicity.

2.

3.

4.

5.

Failure to establish or ftdlow written procedures designed to prevent microbial
contamination of drug products pmpofig to be sterile [21 Cl?R 211.11 3(b)]. For
example:

a. The standard operating produrm (SOP) entitled ‘C- 3
L~

. ‘---” j’ states that “The contarninmt will be
characterized and possible relationships detenn.kd”; however, the
investigation fbr media ~ fdure P-603B did not correlate the
organism recovered from the tray loading operator with the organism
found in the media ~ IJnits.

b. There is no written spedkation for the maximum number of person.ncl
allowed into the aseptic filling rooms at one time during the ~ng
operation. Therefore there is no assurance that the number of aseptic
fillig employees who participate in media fills meets or exceeds the
maximum number of employees who are required for routine
production.

c, There is no requirement that the media fills are conducted by persomcl
pctiorming the same tasks they would normally perform during routine
filling process.

Failure to assure an adequate system for monitoring environmentid conditions [21
CFR211 .42 (c)(lo)(iv) in that smoke studies to demonstrate unidkctiowd airflow
have not been conducted for iilhg lines E ~1 -4(b)( ~
Failure to assure an adequate system for cleaning and d.isinfkcting aseptic processing
areas and equipment [21 CFR211 .42 (c)(l O)(v)] in that the effectiveness of the
process used to clean and disinfect aseptic processing areas and equipment has not
been established. liI additio~ the effectiveness of the- ~ents usd has not been
e.staldished.

Failure to follow, establish or maintain specifications, standards, sampling plans, and
test procedures designed to assure that components, drug product containers,
closures, in-pro=ss materials, labeling, and drug products conform to appropriate
standards of identity, strengt~ quality, and purity [21 CFR 211. 160]. For example:

a. The action limit for the cold WFI system has not been defined, .
b- Three consecutive port samples for the cold Water For Injection (WFI)

must exceed ~ ~~ml before action is considered. ib)(dl
c. Potis ~—]and ~~J on the cold WF1 system exceeded alert levels of ~-l

c —1 ml on numerous occasions; however, appropriate action was
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not taken to address the recumcnce of umtamination.
d. Document CQAB 02-041C indicates that action levels for

environmental monitoring of aseptic Ming operators are based on
averaging of microbial results on a particular day, rather than aunts
obtained at specific personnel sites.

e. h velocity measurement% spe@ed in the SOP entitled ~ ~~
c~ ~ for the HEPA units over produti lines exceeded the
ameptance criteria of L~ ~3.

6, Faiiurc to establish maintaiq or follow written procedures for production and process
control designed to assure that the drug products have the identity, stren~ quality,
and purity they purport or are represented to possess [21 CFR 211. 100]. For
example:

a, The Batch Production Record entitled c~ 3

c~ ] does not state specific directions or an appropriate
method to load and unload cages or partially filled -es mntainiig
final glass containem of Fraction V products into the pasteurizing
tanks.

b. The SOP entitled ‘C~ @ ~J

L- ~~’ does not define the appropriate
actions to be taken when; CQ~ OI-050C (Clayton Viable
Particulate/Surfkee and Air Excursion Investigation Report For Class Cl
and Class Area.s) is issued as a result of an excxxxled alert limit in a -(b)(d)
13io Class r 13ioClass mvironment.

c. The effectiveness of the cleaning agents used to clean the Fraction V
pasteurization tanks has not been established.

d. There were no ~ples of non-pastewizd filled containers of
Nbu~ lot 691 S007, tested as specified in the document entitled

r~ - J The purpose of
this test-is to monitor the p~esence of heat sensitive microorganisms
that would be killed during pasteurization

7. Failure of each person engaged in the manui%cture, procesain~ packing or holding of
a drug product to have training and experien= to enable that person to pefiorm the
assigned fimctions [21 CFR211 .25 (a)]. For example:

a. Employees do not take part in a media fill prior to participation in
routine filling.

b. There is no assurance that appropriate persomel are trained prior to “
implementation of new or revised procedures.
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8. Failure to have an adequate acceptance criteria for sampling and testing to assure that
batches of@gpducts m=t-ch+propriate ~=K=tion [2ll.l65(d)]. For
example:

a. The effiwivcness of the process used for inspecting final containers of ,
Fraction V products for defbcts and protcinacwus material has not
been established.

b. ‘Rwre is no limit established for the number of times that a lot of final
containers can be reinspected fbr the purpose of removing units
containing proteimweous material.

90 Failure to clean, maint~ and sanitize equipment at appropriate intenals to prevent
malfunction or contamination that would alter safkty, identity, strength, quality, or
purity of the drug product and to establish or maintain written procedures for cleaning
and maintenance of equipment [21 CFR 211. 67]. For example:

a. The effectiveness of the process for cleaning the Fraction V

pasteurization tanks has not been established.
b. The effectiveness of the process used to clean and remove cleaning

agent residues from the fractionation kettles, bulk tanks, and centtige
bowis has not been established.

10. Failure to ensure that drug product anta.iners and C1OSUM m clean and processed to
remove pyrogcnic properties [21CFR211 .94 (c)] in that the efketiveness of the L+
processor to dcpyrogenate the stoppers has not been established. The ~’ 1
processor is used to than and leech stoppers at Clayton.

11. Failure to assure that input and output fmn a computer has been checked for aecumcy
[21 CFR 21 1.68(b)]. For example:

a. The database of microbial sampling results is not maintained in a
manner that ffitates complete and a-tiurate review of the data in that
the employees’ initials arc not entered consistently.

b. The database of environmental testing isolate is not maintained in a
manner that facilitates complete and accurate review of data in that the
same organism is entered into the mmputer with different spellings,

acility

1. Failure to cl- maint~ and sanitize equipment at appropriate intervals to prevent .
malfimction or contamination that would alter tiety, identity, strength quality, m
purity of the dmg product [21 CFR211 .67(a)J in that the water bath used for viral
inactivatim and thawing of bulk Factor VIII is not sa.nitizd In addition, the
efftiiveness of the integrity of the container closure system used in viral inactivation
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andi.n-process thawing hasnotb=n estdd.ishd. Thcwater bathhashdrnicrobid
counts of more than 3,000 colonies/ ml.

2. Failure to establish, maintti~ or follow written pro=chms for production and process
oontrol designed to assure that the drug products have ti identity, -@L qu.dity, ,
and purity they purport or arc repre-ted to possess [21 CFR 211. 100]. For
example:

a. The SOP entitled ‘C — — ~]’ i.ndieates
tha~ in response to an ackverse experience or teehnial”repo~ other
reports on the same lot or reports, of a similar nature, on different lots
of the same product are revimved. However, in practice, 10 lots
manufactured before and 10 lots manufic~d after the complainant lot
arc reviewed.

b. The process used to estabhsh the effectiveness of the lyophil.ization
process for Thombate (AT-111) is inadqua.te in that only f-~ tials born
each lot are moisture-tested and C+ ids horn each lot are assayed for
volubility.

3, Failure to follow, establish, or maintain specifications, stndards, sampling plans, and
test procedures designed to assure that components. drug product wmtainers,
closures, in-process materials, labeling, and drug products ccmfonn to appropriate
standads of identity, strength, quality, and ptity [21 Cm211 -160] in that the current
reference standards for all three products manufactured at the plant consist of old
batches that have exceeded their manufacturing lot expiration dates.

4. Failure of the stability testing program to include reliable, mean.ingfb~ and specific test
methods [21 CFR 211. 166(a)(3)]. For emunpkx

a Sterility of the stability samples has not been assured.
b. The ability of the wmt.ainer closure system to maintain a vacuum is not

assessed on stability samples. “

It is significant to note that several of the same deviations or similar deviations, which
represent serious violations of Cummt Good Manufa*g Practi=s, were obserwxi and/or
documented during the inspection at both facilities. These Violations, noted below, are
deficiencies which have significant impact to the overall operations at Bayer fwilities.

Clayton and Be rkelev Facili~

1. Failure to establii or foUow written procedures designed to prevent microbial
contamination of drug products purporting to be sterile [21 CFR 211. 113(b)], For
example:
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a. The SOP at the Clayton t%cd.ityentitkxi

c ~ ~ does tlOt:

i. Designate who is responsible for conducting an
investigation following a fkilure;

ii. Speei@ the r@retnents of the i.twestigatio~ 1...
m. Designate who is responsible for reviewing the

investigation prior to close out of the investigatio~ and
iv, Require doeumentition of the number of rejeeted units

or the reason that the units were r~ected.
b. There is no assurance that inte~entions are pefionned during media

fills to simulate routine stoppage of equipmen~ entry into the aseptic
curtained area ador substitution of personnel during the operations at
the Berkeley i%cility.

c. The stmilization validation program fails to demonstrate that equipment
and components used in aseptic rnanuf=turing arc sterilhd to a
sterility assurance level of C-1 in that a rnkrobitd challenge level of t-~
spores is used.

d. The SOP at the Berkeley facility for media fills does not require the
reason for rejected media fill units.

2. Failure to follow, establis~ or maintain specifications, standards, sampling plans, and
test procedures designed to assure that components, drug product mntainers,
closures, in-process materials, labeling and drug products wnfortn to appropriate
standards of identity, strength, quality, and purity [21 CFR 211.160]- For example:

a. An action level for microbial sampling of the Fraction V pasteurization
tanks has not been established at the Clayton fdity.

b. There are no specified limits on the microbial levels for the water bath

used for viral inactivation and thawing in-process material at the
Berkeley facility. Microbial wunts from random sampling sites were
more than 3,000 organisms per ml on November 24, 1997 and
November 29, 1997, and more than 3;000 organisms on ~o ocusions
on November 18, 1997-

3. Failure to establish, rnaintai~ or follow written procedures for production and process
cent.d designed to assure that the drug products have the identity, stnm~ quality,
and purity they purport or are represented to possess [21 CFR 211. 100], For
example:

w-
@)(41 a. The SOP entitled ‘C - ~J ‘ used at the”

Clayton facility, states that cold W hoses must be rinsed with hot
WFI for no less thin L-3 seconds before use in sterile filling areas.
However, the SOP entitled C 3

c’ ~~

.
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1 .__——2.i ~tm hat cold WFI hoses must be flushed

for m.inutes-to mitnicdeptimeti pm~~. Furthermore, tie Batch
Reed Control entitled ‘L

- -3—-.. ----
~_-” USd in the ~tering and dissolving departments doesr.

not contain specific instructions for flushing hoses: The SOP states that ,
‘=Prior tO use, rinse all hoses and related equipment with L~3

b. The SOP entitled “~-. - ~3

t~
. * .3 I&I at the Berkeley k~lity states that

WIT hoses are to be flushed not less* t ~J~ds with hot WFI

ptior to use. However, the SOP entitled ~ ~ - 2
- ~~~”instructs personnel not to flush WHc
hoses.

4. Failure to maintain adequate written procedures describing the handling of all written
and oral complaints regarding a drug product [21 CFR211 -198] in that the system for
investigating complaints at both the Clayton and Berkeley facility is not complete and
does not provide for an effective investigation. For example:

a, Investigation requests sent to Clayton fail to include the contaminating
organism.

b, Investigation reports either sent to Berkeley or initiated by Berkeley do
not include the details of all nonconforming materials rcpotis, which
address process deviations.

Written responses datc~ October31, November 7, November 26, December 5, December 12,
and December 19, 1997, which address the inspcctional observations on the Form FDA-483
issued at the close of the inspection at the Clayton ficility are currently under review. In
addltiou we acknowledge receipt of your umitten response dat~ Jtmuary 20, 1998= which
addresses the inspectional observations on the Form FDA-483 issued at the close of the
inspection at the Berkeley facility. You will receive our assessment of all responses upon
completion of our review. Corrective actions addressed in your letter maybe referenced in
your response to this letter, as appropriate.

We aclmowhxige receipt of your document cntitkd ‘T3ayer Master Plan for Conceptual and
Systemic improvements for Asuramz of cGMP Compliance,” dated, December 10, 1997,
which includes time ties for process validation including rework methods. You will receive
our evaluation of the Master P1aIIupon completion of our revimv. However, at this time we
have one comment regarding the stafi time for the validation studies. The Master Plan
indicates that vahdation studies will be initiated during the third quarter of 1998. This appears
to be an excessive period of time to determine whether products are being manufactured ‘
consistently- It is our view that some level of review (e.g., defining critical prmss
parameters and then retrosp=tivcly reviewing available data) maybe appropriate to provide
an initial assessment on the process until prospective or concurrent validation is mmplctcd.
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Neither this letter nor the list of inspeetional obsem.tions (Form FDA 483) is meant to be an
alI-inclusive list of deviations. We note that similar obsenmtions were made by our inspectors
during previous inspections at the CIayton facility, the Berkeley facility, and other Bayer
facilities. As management, it is your responsibility to assure that deviations comcted in one
product system or area are also comected in other product systems Or areas of this fkeility as ,
well as all facilities under your control to assure overall compliance tith the provisions of the
Federal Food Drug and Cosmetic Act and all applicable regulations. Federal agencies are
advised of the issuance of all Warning Letters about drugs so that they may take this
informationinto account when umsidering the award of cmtracts.

You should take prompt action to correct these deviations. Failure to promptly eomect these
deviations may result in regulatory action without Mher notice. Such action includes seizure
and/or injunction, license suspension ardor revocation.

You should noti~ this oflice in titing, within 15 working days of reeeipt of this letter, of
specific steps you have taken or wilI take to correct or prevent these deviations, If corrective
action cannot be completed within 15 working days, state the reason for the delay and the
time within which the correction.s will be mmphztcd.

Your reply should be sent to the following address: U.S. Food and Drug Administration;
Center for Biologics Evaluation and Research; HFM-600; 1401 Rocldle Pike, Suite 200N;
Roc~c, MD 20852-1448.

Sincerely,——.
...“. ..”

-B.
Gerald Vinee
Director, Office of Regional Operations

cc: Mr. Hclge H Wehmeier
Bayer Corporation
President and Chief Executive Officer
One Melon Center
500 Grant Street
Pittsbur~ PA 15219-2507

David Ebsworth
Bayer Corpomtion
President and Chief Executive Offmx
400 Morgan Lane
West Havc~ CT 06516
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Billy MOWS
Vke President and Plant Manager
8368 US 70 West
Clayto~ NC 27520
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